Dihydropyrimidine dehydrogenase (DPD) is the rate-limiting enzyme in the catabolism of 5-fluorouracil (5FU). DPD deficiency, seen in up to 3% of the population, leads to severe 5FU toxicity and is most often due to a G to A point mutation within the splice-site of intron 14. A published method of identifying this mutation has used PCR followed by digestion with the MaeII restriction enzyme (1). However, this method lacks an internal control for the digestion process. Incomplete digestion of wild type DNA can produce similar results to DNA heterozygous for the mutation. Sequencing of the PCR product may be necessary to confirm the mutation. Also, the MaeII restriction endonuclease is expensive for use in large population or trialbased studies.
Introduction and aims: CI 5-FU based chemoradiation (CRT) facilitates tumour downsizing in patients (pts) with LARC. Although 5-FU is often delivered at 225mg/m 2 /day, 7 days / week, optimal dose/scheduling remains unclear. The addition of MMC to CI 5-FU improves response rates in metastatic disease and MMC is a key component in anal cancer CRT. This phase 1 trial aims to determine the maximum tolerated dose of CI 5-FU / MMC combination CRT in pts with LARC. Methods: Pts were accrued sequentially to one of 4 cohorts (3 pts / cohort) and received escalating doses of MMC (IV bolus day 1) and CI 5-FU (7days/week via PICC line). Pelvic radiotherapy (RT, 45Gy / 25#) was delivered to a CT-planned volume. Results: Of 13 pts (med age = 55yrs, 8 males) accrued, 12 have completed treatment. Two pts within cohort 4 had dose limiting toxicity (gd 3 PR bleeding=1pt, gd 3 diarrhoea=1pt). Significant (>gd 1) haematological toxicity was not seen. Eight pts have undergone resection (ypT 1-2 ypN 0=2pts, ypT3-4 or ypN+=4pts, pCR=1pt, histology awaited 1pt). All 8 pts had tumour-free circumferential resection margins. Four pts were not resected due to the development of interval metastatic disease.
Conclusion: As part of CRT for LARC, MMC 10mg/m 2 is deliverable with standard CI 5-FU doses, with acceptable toxicity. Accrual continues at MMC 10mg/m 2 + 5-FU 250mg/m 2 /day. RTX is a classical thymidylate synthase (TS) inhibitor used to treat colorectal cancer. Inhibition of TS by RTX leads to a dose dependent depletion of dTTP, which is required for DNA synthesis and repair. Tumours may circumvent TS inhibition by salvage of endogenous thymidine (TdR). TP can convert endogenous TdR to thymine and deoxyribose-1-phosphate, thus reducing available TdR for salvage.
Level n MMC dose 5-FU dose
In vitro 3µM TdR is sufficient to reverse RTX growth inhibition in colorectal carcinoma cell lines. In the presence of TdR, RTX growth inhibition can be potentiated by the addition of 0.005 -0.025 units/ml of TP.
Mice bearing LoVo and HT29 xenografts were given 1Unit of TP i.v. TP and TdR were measured in the tumour (T) and plasma (P) 24, 48 and 72h after administration of TP. TP was measured as thymine formation nmoles/min/µg protein. Irinotecan continued until PD is standard of care for patients with fluoropyrimidine-resistant CRC. We evaluated the optimal duration of irinotecan therapy in a randomised trial comparing stopping treatment after 8 cycles to continuing until PD. 333 patients (pts) with locally advanced or metastatic CRC that had PD on or within 24 weeks of completion of fluoropyrimidine therapy received irinotecan 350mg/m 2 3-weekly. After 8 cycles 230 pts had PD, 30 stopped due to toxicity, 2 refused randomisation but continued irinotecan and 2 were withdrawn. 55 pts with stable or responding disease were randomised, 25 pts, including 6 responders, to continue irinotecan and 30 pts, including 8 responders, to discontinue irinotecan. The mean age of randomised pts was 62.4 years (range 42-78) and demographics were balanced between the 2 cohorts. A total of 277 additional cycles were delivered to the continue irinotecan group, with a median of 12 cycles in total (range 9-20). There were no additional responses after randomisation. Grade 3/4 diarrhoea occurred in 8%; there was no grade 3/4 febrile neutropaenia. 16 patients randomised to stop irinotecan had further chemotherapy at PD, 8 with irinotecan. PFS at 6 months was 36.4% (95% CU 17.4-55.4%) in the continue irinotecan arm and 25% (95% CI 11.1-41.8%) in the stop irinotecan arm (p=0.999). Similarly there was no difference in 1-year survival being 46.3% (95% CI 25.1-65.1%) in the continue irinotecan arm and 54.8% (95% CI 34.2-71.4%) in the stop irinotecan arm (p=0.11). Global quality of life scores 12 weeks after randomisation were not significantly different in the two groups (p=0.446).
Following 8 cycles of irinotecan the majority of patients have stopped treatment either due to PD or unacceptable toxicity. However, for the 16.5% of patients still benefiting from irinotecan there appears little advantage continuing beyond 8 cycles.
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ESTIMATION OF PLASMA THYMIDINE IN HEALTHY VOLUNTEERS VS. CANCER PATIENTS BY HIGH PERFORMANCE LIQUID CHROMATOGRAPHY (HPLC)
Tim Benepal*, Fraser Mitchell, Isobel Gibbens, Martin Gore and Ann Jackman. The Institute of Cancer Research, Sutton, Surrey.
Two pathways exist for the formation of thymidylate; a) the de novo pathway with thymidylate synthase (TS) being a key step, and, b) the salvage pathway in which thymidine (dThd) is the substrate. The latter has the potential to modulate the efficacy/toxicity of TS inhibitors such as 5-fluorouracil, methotrexate and the more specific inhibitors, raltitrexed and ZD9331. Human dThd levels have been reported to range from 0.1 to 7.4 µM (Holden et al, EJC, 1980) using radioimmunoassay, and to be higher in patients with haematological malignancies. Later, an HPLC technique quantified human and mouse levels of dThd to be <0.1µM and ~1µM respectively (Jackman et al, Biochem. Pharmacol, 1984) . We have developed now a highly sensitive HPLC technique to accurately measure dThd. Plasma vs. serum dThd levels in 10 volunteers was compared with serum levels in 7 patients with ovarian cancer. In addition, we evaluated the possibility of thymidine phosphorylase (TP) released from platelets artifactually lowering sample dThd levels, by addition of a TP inhibitor to paired samples from 7 volunteers. Mean plasma vs. serum values in the volunteers was 14nM (4.5-25) vs. 12nM (4.5-23, p=0.57) . Patient serum levels were lower than volunteers with a mean of 5.1nM (4-8, p=0.007) . Addition of the TP inhibitor made no significant difference to results (-TP = 22nM range 5-48; +TP = 19nM, p=0.47) . We conclude that the normal range of plasma/serum dThd in healthy volunteers is 5 to 50 nM. Patients with ovarian cancer have lower serum dThd levels. Future studies should evaluate the impact of pre-treatment dThd levels on the efficacy/toxicity of TS inhibitors in relevant tumour types. Supported by CRUK. Introduction: 5FU and MMC has demonstrated superior efficacy compared to infused 5FU alone in MCRC. MMC up regulates the expression of thymidine phosphorylase and thus capecitabine in combination with MMC may produce greater antitumour activity. Objectives: To evaluate the safety and efficacy of capecitabine/MMC in MCRC resistant to 5FU and irinotecan. Methods: An optimal 2-stage design was employed. Patients were required to have WHO performance status (PS)0-2, to be able to take oral medications, and to have adequate haematological, renal and hepatic function. All patients demonstrated progressive disease on chemotherapy or within 6 months of cessation. Capecitabine (1250mg/m 2 orally) was administered twice daily for 14 days followed by 7 days rest, every 3weeks, and MMC (7mg/m 2 IV bolus) was given every 6 weeks. CT response assessment according to RECIST criteria took place at 12 and 24 weeks. Results: 31 patients have been accrued.17(55%) were male, median age was 64 (range 40-77) years, and 23 (74%) had PS0-1. 6 (19%) received 5FU based adjuvant therapy and 2 (6%) had prior radiotherapy. Sites of metastatic disease were liver 74%, lung 16%, peritoneum 16%, and nodal 12%. Of the 23 patients evaluable for response thus far, the ORR was 22% (95% CI: 6.8 -40.7) and13 (57%) had stable disease. There were no grade 4 toxicities; grade 3 toxicitiesinclude hand-foot syndrome 23%, diarrhoea 3.9%,vomiting 11.5% and neutropenia 3.7% Symptomatic improvement was as follows: pain 85%, dypsnoea 100% andbowel 86%. Conclusion: Capecitabine and MMC is an active, well -toleratedregimen and is a valuable treatment option in MCRC refractory to 5FU and irinotecan. Introduction A recent meta-analysis has shown a survival advantage for the addition of concurrent chemotherapy to radiotherapy in the treatment of cervical carcinoma. Controversy persists as to the potential magnitude of benefit and toxicity. A single centre experience is presented.
Methods All patients treated with concurrent chemoradiotherapy from the 1 st January 1999 to the 1 st May 2002 were identified. Acute and late complications were scored using the NCI Common Toxicity Criteria and RTOG/EORTC system respectively. Univariate and multivariate analysis were performed to examine the relationship between demographics, stage, overall treatment time, radiotherapy dose, selectron insertion , number of chemotherapy cycles and occurrence of acute and late toxicity.
Results 79 patients received concurrent weekly cisplatin (40mg/m 2 ) with radiotherapy. Survival rate at 12 months was 91% (95% confidence interval 84-98%). At a median follow up of 18 months: 27 (34.2%) patients experienced 45 episodes of acute grade 3/4 complications and 9 patients (11.7%) experienced 16 late grade 3/4 complications. There was a significant correlation between grade3/4 acute toxicity and subsequent late grade 3/4 toxicity (p =0.002).
Conclusions Weekly cisplatin 40mg/m 2 concurrent with radiotherapy is well tolerated. However, severe acute toxicity carries a higher risk of subsequent late effects raising the possibility of consequential damage. . The majority of patients had advanced stage of disease at presentation (78% stage III/IV). Response rate (radiological and CA125 response) for first-line chemotherapy was 45% (10/22 patients). Median survival of the entire series was 8.9 months with a 1, 2 and 5 year survival rate of 44%, 24%, and 13% respectively. Stage III patients who were optimally debulked had a median survival of 12.1 months compared with 3.1 months for those who were sub-optimally or non-debulked. Responders to chemotherapy had a median survival of 19.4 months compared to 5.5 months for non-reponders (p=0.0115).
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MALIGNANT MIXED MESODERMAL TUMOURS OF THE
Conclusion: Ovarian MMMT is a distinct entity with poor prognosis. Achieving optimal debulking at initial surgery is an important factor in determining outcome and patients who respond to chemotherapy have a significant survival benefit. This analysis supports a role for chemotherapy and a need for randomised trials in ovarian MMMT. Introduction: VDBS in REOC has been reported as tolerable with high response rates (RR) and acceptable toxicity. Aims: Evaluate RR and tolerability of VDBS in patients (pts) with REOC in Cambridge. Methods: 19 pts with REOC were treated with VDBS. Cisplatin dose tailored to prior cisplatin exposure: prior cisplatin (PC) 60mg/m 2 , wk 1-3: no prior cisplatin (NPC) 60mg/m 2 , wk 1-3, and 70mg/m 2 , wk 5-7. Oral etoposide dose 50mg/d wk 1-2 and 5-6. Dose intensity (DI) (dose delivered/dose planned) calculated. Response assessed by CT scan and Ca125. Toxicity assessed by CTC. Responding pts proceeded to maintenance oral etoposide (ME) (50mg/m 2 /d 3wks x 6-9 cycles). Results: Median no. prior regimens was 2 (range 1-5), median treatment-freeinterval (TFI) prior to VDBS was 5m (range 0.25-17m). 95% had prior taxanes;100% carboplatin;21% cisplatin. DI was 86% and 83% in PC and NPC groups respectively. A median of 3 cycles(range0-8) of ME was given. G3/4 toxicity: leucopenia(47%), fatigue(58%), anorexia(32%), infection(16%), diarrhoea(16%), N&V(58%). 3 deaths on induction treatment: neutropenic sepsis(1), bowel obstruction(1) and PE(1). Treatment stopped, delayed or dose-reduced due to toxicity in 84%. Following induction therapy radiological RR (CR/PR) was 64%, SD 27%, and Ca125 RR in those evaluable was 100%. Median progression-freesurvival (PFS) from start of induction therapy was 6m on Ca125 and 7.75m on CT scan. Conclusions: VDBS in standard practice produced good RR and median PFS, but a high rate of toxicities, which should be taken into account given the palliative aim of treatment for pts with REOC. TNF-α is strongly expressed in ovarian cancer. We have conducted a phase II trial of etanercept, a TNF-α inhibitor in patients (pts) with recurrent ovarian cancer. Initially, 17 pts (cohort I) received etanercept (25mg SC twice weekly) and subsequently 13 pts (cohort II) were treated at 25mg SC thrice weekly. All pts were planned to receive a minimum of 3 months of treatment up to maximum of 12 months. Disease response was evaluated at 3 monthly intervals. Surrogate end points for biological effects of etanercept included measurement of levels of TNF-α, TNF-R1, sE-Selectin, MCP-1, MMP-3 in plasma and whole blood cytokine release inhibition assay for IL-6 and MCP-1. The time points were pretreatment, 24hours, 7 days, 28 days and 4 weekly there after. 18/30 pts have completed ≥ 3 months of treatment. There was no significant toxicity. 4/25 evaluable pts achieved stable disease at 3 months, which was maintained in 3 at 6 months. In cohort I, 9/13 pts had a significant reduction in IL-6 levels on day 1 which was maintained until 12 weeks (6/8). MCP-1 levels significantly declined in 9/13 pts on day 1 and by 3 months was inhibited by 50% (6/6). All other surrogate markers did not change with treatment. Definite biological effect was seen with 3 months of etanercept therapy. The trial is ongoing in cohort II pts receiving etanercept 25 mg thrice weekly. 
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FEULGEN-LIGHT GREEN
Objectives:
We evaluated the feasibility of delivering C followed by sequential weekly T and G in patients with advanced, previously untreated ovarian cancer. Methods: Women with FIGO stage Ic-IV ovarian cancer were treated with 4 cycles of C AUC 7 q21 followed by 4 cycles of T 70 mg/m 2 (d1, 8, 15) and G 1000 mg/m 2 (d1, 8) q21. Results: 53 patients enrolled, with a median age of 59 years (range, 29-77). 37 (70%) patients had FIGO stage III/IV and 22 (42%) had residual disease >2 cm. 29 (55%) patients completed all planned cycles of treatment. 24 patients stopped early, including 4 with progressive disease and 7 with pulmonary toxicity. Of 370 total cycles of chemotherapy delivered, 27 cycles required a dose reduction and 68 cycles were delayed, primarily due to myelosuppression, during the weekly phase. Of the 26 patients with radiologically evaluable disease, 23 (88%) had partial or complete responses. Of 36 patients with an elevated CA-125 at baseline, 30 (83%) had a decrease >75%. CTC grade 3/4 hematological toxicity, predominantly neutropenia, was seen in 58% of cycles. The most significant non-hematological toxicity was pulmonary, which was reported in 7 (13%) patients with breathlessness, decreased transfer factor +/-radiological interstitial lung changes during the weekly phase of treatment. This toxicity was reversible and required steroids in only 2 patients. No significant neurotoxicity was seen. Conclusions: This regimen is generally well tolerated and associated with an acceptable response rate. However, the level of pulmonary toxicity, which may be a feature of the weekly taxane-G regimen, was of some concern. Thus, alternative schedules, including three-weekly taxanes, are currently being evaluated. Background: The combination of Mitomycin C (MMC) and infused 5FU has been shown to have greater efficacy than infused 5FU alone in the treatment of MCRC. MMC is known to upregulation intratumoural thymidine phosphorylase (TP) expression. The upregulation of intratumoural TP by MMC may be exploited by the use of MMC in combination with the oral fluoropyrimidine capecitabine. This phase II study evaluates the efficacy and tolerability of MMC and capecitabine combination as initial therapy in MCRC. Methods: Eligibility; no prior chemotherapy for advanced disease or adjuvant therapy in previous 6 months, measurable disease, ECOG performance status (PS) ≤ 2. Patients (pts) received MMC 7mg/m 2 IV bolus every 6 weeks and oral capecitabine 2500mg/m 2 /day given for 14 days followed by 7 days rest (every 3 weeks), pts completed a total of 24 weeks of therapy. CT response assessment was performed every 12 weeks according to RECIST BAG-1 is a multifunctional protein which exists as three isoforms, BAG-1S, BAG-1M and BAG-1L. BAG-1 proteins interact with a diverse array of cellular targets and regulate a wide range of cell growth control pathways including survival, proliferation and the function of some nuclear hormone receptors. Overexpression of BAG-1 has been described in breast cancer where it may predict clinical outcome. However, the functional significance of BAG-1 overexpression has not been studied in detail. Overexpression of BAG-1 has profound effects on the biology of breast cancer cells. BAG-1L, which resides in the nucleus, interacted with oestrogen receptor alpha and stimulated oestrogen dependent transcription. All BAG-1 isoforms protected breast cancer cells from apoptosis and long term growth inhibition induced by cellular stress. Suppression of stress-induced growth inhibition required a conserved lysine in the BAG-1 N-terminal ubiquitin-like domain and C-terminus residues important for interaction with 70 kDa heat shock proteins, HSC70 and HSP70. Therefore, overexpression of BAG-1 is likely to play an important role in breast cancer and targeting key protein:protein interactions required for its function may be an attractive strategy to counter its activity. The intrinsic ability of 1α,25 dihydroxyvitamin D3 (1α,25(OH)2D3) to control the proliferation of breast epithelial cells is corrupted in malignancy thus impeding its clinical application. We hypothesised that epigenetic mechanisms suppress antiproliferative target genes in 1α,25(OH)2D3-insensitive breast cancer cells. In support of this we found that resistance to the antiproliferative actions, in a range of malignant breast cell lines (T-47D, ZR-75-1, MCF-7, MCF-7Res and MDA-MB-231) and the non-malignant breast epithelial cells MCF-12A cells, correlated with significantly reduced vitamin D receptor (VDR) and increased nuclear receptor co-repressor mRNA.
Subsequently we demonstrated that the histone deacetylation inhibitors sodium butyrate (NaB) and trichostatin A (TSA) showed strong additive and synergistic antiproliferative effects when combined with 1α,25(OH)2D3 or its potent analogs that were resistant to metabolism. For example, after 96 hours, 1,25-Dihydroxy-16,23,Z-diene-26,27-hexafluoro-19-nor vitamin D3 (RO-26-2198) (100nM) alone inhibited MDA-MB-231 cells by 13%, TSA (15nM) resulted in 26%, and the combination resulted in 61% inhibition (p<0.001). Reflective of this the co-treatment alone resulted in a significant G1 cell cycle arrest after 24 hours. Consistent with the hypothesis of repressed antiproliferative target genes, we undertook real time RT-PCR time course studies to confirm that the co-treatment of agents uniquely modulated antiproliferative targets such as the CDKI p21
(waf1/cip1) and the metastasis suppression gene VDUP-1. Furthermore preliminary data suggests that the cotreatment of agents sustains bulk histone acetylation. Thus combined chemotherapy with 1α,25(OH)2D3 analogs and clinically relevant HDAC inhibitors may deliver therapeutic regimes, which overcome toxic side-effects and sustain anticancer effects. Docetaxel is one of the most effective chemotherapy agents used to treat advanced breast cancer. Unfortunately, many patients develop resistance to treatment and the resistance pathways are largely unknown. In order to investigate the mechanisms involved we have developed docetaxel resistant MCF-7 and MDA-MB-231 cell lines. The aims of the project were to characterise the resistant cell lines and to identify novel regions of genomic change involved in resistance to docetaxel using Comparative Genomic Hybridisation (CGH).
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CHARACTERISATION OF DOCETAXEL RESISTANT BREAST CANCER CELL LINES
The docetaxel resistant cell lines were generated by sequential exposure to docetaxel. Resistance was demonstrated by MTT assay. Genomic changes between the parental cells and the resistant sub-line was investigated by CGH. Western analysis was used to demonstrate changes in protein expression.
Exposure to increasing concentrations of docetaxel for 50 weeks resulted in cells able to withstand 24 h exposure of 30 µM docetaxel. Western analysis revealed that the resistant cells overexpress P-glycoprotein. In addition, CGH showed a large amplification of 7q21.3-7q31.1 in the MCF-7 resistant subline. This is the first description of the use of CGH to identify genes involved in docetaxel resistance. Further investigation of these cell lines will lead to a better understanding of the mechanisms of resistance and ultimately may result in the development of more effective therapy. Introduction: Docetaxel is the most effective single agent regimen in advanced breast cancer therapy. However, up to 50% of patients are resistant to the disease. There may be many reasons why a tumour may be resistant to chemotherapy including innate and acquired resistance mechanisms.
Aims: There is limited data on molecular factors involved in resistance to docetaxel. We sought to determine, therefore, the molecular changes in breast cancer cell lines which had been made resistant to docetaxel in order to further understand the mechanisms of resistance to this drug.
Methods: MCF-7 cells were made resistant to docetaxel by continual exposure to increasing amounts of the drug over a period of time. We looked at the levels of expression of proteins expected to be involved in apoptosis or resistance (Pglycoprotein, bcl-2, bax, p53, mdm2, p16) by western analysis in resistant and wild-type cells.
Results: Docetaxel resistant cells overexpressed bcl-2 and pglycoprotein compared to wild-type cells which had no detectable levels of each protein. p16, bax and p53 levels were unchanged. No mdm2 was detected in either cell line.
Significance and conclusion: It is known that bcl-2 expression is upregulated in response to docetaxel treatment, but this is the first time it has been shown to be permanently upregulated in a resistant cell line. It is likely that there is more than one mechanism of resistance other than p-glycoprotein overexpression in these cells and we are currently looking at other apoptosis, cell cycle, and drug metabolism pathways, in these and another resistant cell line, to further understand these mechanisms.
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DIINDOLYLMETHANE INDUCES APOPTOSIS AND INHIBITS PKB/AKT PHOSPHORYLATION IN THE MDA MB468 BREAST TUMOUR CELLLINE
Mark J Anderton*, Lynne M Howells, E Ann Hudson, William P Steward, Margaret M Manson, Biocentre and Dept. of Oncology, University of Leicester, UK Diindolylmethane (DIM) is a major in vivo derivative of the anticancer agent indole-3-carbinol (I3C). We showed previously that I3C induces apoptosis in the MDA MB468 breast tumour cell line but not in the normal breast tissue derived HBL100 line. This effect was in part due to the ability of I3C to inhibit phosphorylation and activity of protein kinase B (PKB/Akt) in the MDA MB468 cell line only. In the present study we compared the ability of DIM with that of I3C to inhibit cell growth and induce apoptosis in these two cell lines. DIM was a more potent inhibitor of cell growth with approximate IC 50 values (at 168 hr) in MDA MB468 and HBL100 cell lines of 5 and 40 µM respectively, compared to 30 and 120 µM for I3C. Like I3C, DIM was able to induce apoptosis in the MDA MB468 cell line as determined by annexin V staining, but again showed greater potency, with 50 µM DIM causing a similar degree of apoptosis as 200 µM I3C at 24 and 48 hrs (10 and 45 % respectively). Using Western blotting, DIM was shown to inhibit phosphorylation of PKB, more quickly and with a higher potency than I3C. After 5 hrs, 100 µM DIM inhibited PKB phosphorylation by approximately 50%, a degree of inhibition that required 500 µM I3C. Neither compound affected total PKB protein levels. Inhibition of PI3K/PKB signalling may therefore be an important chemopreventive mechanism of DIM. In conclusion, DIM showed considerably greater potency and more rapid activity than its parent compound, and is an exciting prospect as a chemopreventive agent. Highly unsaturated fatty acids (HUFAs) are cytotoxic to cancer cells and generated in the body by desaturation from essential fatty acids such as alpha-linolenic acid and linoleic acid. The desaturation is primarily mediated delta-6-desaturase. This study, for the first time, examined the level of expression of human delta-6-desaturase as well as delta-4-desaturase in human breast cancer. Human breast tumours (n=102) which comprised of 88 ductal and 14 lobular carcinomas, as well as normal breast tissues (n=31), together with breast cancer cell lines were analysed for the level of expression of delta-6-and delta-4-desaturases using RT-PCR and quantitative PCR. A lower level of delta-6-desaturase was seen in breast tumour compared with normal tissues. Tumours from patients who had a poor prognostic index and from those who died of breast cancer had the lowest level of delta-6-desaturase (median follow-up 72 months). In addition, TNM3 and TNM4 tumours had significantly lower level of delta-6-desaturase than TNM1 tumours. Interestingly, ductal tumours displayed significantly higher level of the enzyme than lobular tumours. In contrast, a stepwise increase of delta-4-desaturase was seen in tumour from patients with poor prognosis. It is concluded that aggressive breast tumours have a reduced level of delta-6-desaturase. This aberrant expression has clinical bearings to the outcome in patients with breast cancer. Tamoxifen (TAM) is an established adjuvant treatment for hormone-dependent breast cancer and more recently in the prevention of the disease in high-risk individuals. Despite its success, the majority of initially responsive patients (60-70%) eventually relapse. The aim of this study was to develop and characterise an in vitro model of resistance using the TAMsensitive breast cancer cell line MCF-7, by continuous culture in 0.1µM 4-Hydroxy-Tamoxifen (4-HT) over 28 months. Cell phenotype and response to ER ligands was monitored as resistance developed, on a monthly basis. Cytogenetic analysis is on-going. wtMCF-7 express ERα, -β, and PR and were initially inhibited by 4-HT by 50% over controls. By flow cytometry, cells in S-phase were also significantly reduced. By month 4 the inhibitory effect of TAM was lost, indicating the acquisition of resistance (MCF-7r). This effect was consistent up to 28 months. In comparison to wtMCF-7, MCF-7r grew more slowly (30% less than wt). Upon removal of TAM, the resistant phenotype was retained, although addition of 0.1nM 17β-estradiol (E2) had an agonistic effect. In the continued presence of TAM, the effect of E2 was concentration-dependent: agonistic at 0.1nM E2, but antagonistic below 0.01nM, suggesting a competitive interaction between the two compounds. ERα, -β and PR were retained in MCF-7r indicating a functional ER-signalling pathway. Using a clonogenic assay, 6 individual clones were isolated from MCF-7r. These retain resistance to TAM but show differences in morphology and in vitro growth. This cell line model will be valuable in understanding the mechanisms involved in the acquisition of TAM-resistance.
P141
DETERMINATION OF MICROVESSELS IN HUMAN BREAST CANCER USING VASCULAR ENDOTHELIAL CADHERIN (VE-CADHERIN)
Tracey A. Martin*, Gareth Watkins, Jane Lane, Wen Guo Jiang. Metastasis Research Group, Department of Surgery, UWCM, Cardiff, CF14 4XN.
VE-cadherin is a calcium-dependent endothelial-specific cell adhesion molecule associated with adherens junctions. Cadherin expression is believed to facilitate morphogenic events such as migration, proliferation, and differentiation.
This study aimed to determine if VE-cadherin could be used as a suitable marker to assess angiogenesis and whether a correlation exists between levels of VE-cadherin and angiogenic markers Factor-8 & PECAM-1 with patient outcome in breast cancer. Frozen sections from breast cancer primary tumours (matched tumour n=114, & background n=30) were immuno-stained with VEcadherin, Factor-8 and PECAM-1 antibodies and microvessel number assessed. RNA from the tissues was reverse transcribed and quantified before analysis by Q-PCR. VE-cadherin, Factor-8 and PECAM-1 were targeted as angiogenic markers. Results were expressed as copy numbers of transcript/50 ng RNA (β-actin standardised).
Immunohistochemical staining for all three markers showed a significant difference in microvessel number in tumour sections compared to background with VE-cadherin (background: 7.29 +/-0.77 vessels vs tumour 17.56 +/-1.5, p=0.0008). There was no significant difference in the number of microvessel stained with either PECAM-1 (background 2.08+/-0.78 vs tumour 2.36+/-0.25, p=0.75) or Factor-8 (background 59.8+/-12 vs tumour 49.4+/-4.7, p=0.43) where there was increased staining of other structures within the sample and higher background. In addition, Q-PCR showed elevated levels of VE-cadherin and PECAM-1 in tumour samples compared to background tissue (VE-cadherin: tumour 2.356+/-0.64 vs background 1.979+/-0.613 p=0.7; PECAM-1: tumour 275+/-73.7 vs background 145.7+/-30 p=0.8). These markers were also elevated in patients with poor prognosis, as determined by NPI status (VE-cadherin: NPI3 7.3+/-4.8 vs NPI1 2.25+/-0.697; PECAM-1: NPI3 814+/-519 vs NPI1 256.2+/-89.2). There was no difference in levels with Factor-8.
We conclude that higher levels of angiogenic marker molecules in breast cancer are associated with poor prognosis in patients. Moreover, VE-cadherin appears to be a preferable marker for such analysis.
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British Journal of Cancer (2003) The last two years has seen an increasing interest in the use of chemotherapy for prostate cancer using combinations of estramustine and iv docetaxel. In this elderly population the potential benefit of a simple oral regimen was explored. 37 patients (33 symptomatic) with a median age of 71 and performance status of 0-3 were enrolled. All patients had previously had second line hormonal therapy with a steroid and an oestrogen. On progression, hormones were withdrawn and chlorambucil 1mg/kg, given as 6mg a day until total dose reached and lomustine 2mg/kg on day 1 were given and repeated every 56 days (CL56).
Results:1 patient normalised his PSA and 3 had > 50% decline to give a PSA response rate of 10%. 65% achieved disease stabilisation beyond 8 weeks and 54% had a symptomatic response. The median time to progression was 3.6 months (4.6 months in those with ≥ SD, vs 1.2 months in those with PD, p<0.05) with an overall survival of 7.1 months. Toxicity was mild with grade 3 toxicity of malaise 14% and constipation 12%. The median survival from becoming androgen independent was 23.5 months. 4/15 who progressed on chemotherapy responded again to hormonal manipulation when rechallenged. It is concluded that the sequential use of androgen deprivation, followed by steroids and oestrogens and then chlorambucil and lomustine leads to comparable survival to the current estramustine and taxane based therapies. The structurally related metalloproteinases endothelin-converting-enzyme (ECE) and neprilysin (NEP) contribute respectively to the synthesis and inactivation of the mitogenic peptide endothelin-1 (ET-1). Changes in a developing tumour during stromal-epithelial interactions can contribute to cancer invasion and metastasis as a consequence of the availability of endothelin-1. This study has investigated the interaction between metastatic tumour epithelial cells which lack NEP and stromal cells which express ECE-1, using Matrigel invasion chambers. Data show that PC cell invasion through Matrigel is increased in the presence of ECE-1 expressing stromal cells. Inhibition of endogenous ECE-1 activity in stromal cells using an ECE specific inhibitor reduced PC-3 and Du145 invasion by ~70% and 50% respectively. Inactivation of mitogenic peptides by the addition of recombinant NEP to PC-3 and Du145 cells also reduced invasion by ~50% and 20% respectively. Alternatively, supplementation of defined media with bradykinin and ET-1 significantly increased PC-3 invasion by ~40% and 50% respectively. Du145 cell invasion increased 100% on the addition of ET-1. Transient expression of an ECE-1c isoform in PC-3 cells increased invasion above control by ~15%, whereas transient expression of ECE-1a and ECE-1b isoforms reduced invasion by 40% above control. ECE-1a and ECE-1b isoforms are routinely absent in metastatic cells. These studies reveal that stromal/epithelial interactions can influence the invasive ability of PC cells partly as a consequence of their relative NEP and ECE-1 activity and this effect may be attributed to the ECE-1c isoform in particular. Approximately 1% of men present with "PSA-Negative" prostate cancer (PCA), having serum PSA levels much lower than the tumour burden would suggest. Diagnosis and treatment can be delayed, and PSA levels are unreliable in monitoring disease. Alternative markers are needed for diagnosis and surveillance. We describe the histopathological features and marker expression of 14 prostate cancers from men presenting with metastatic disease and low PSA. Patients presenting with metastatic PCA, with serum PSA of less than 10 ng /ml were identified from the BAUS Cancer Registry. Formalin fixed, paraffin-embedded archival prostatic tissue was antigen retrieved and immunostained using monoclonal antibodies for PSA, prostate specific membrane antigen (PSMA), prostate specific acid phosphatase (PSAP), androgen receptor and neuroendocrine markers. Semi-quantitative scoring was performed.14 cases have been analysed. Despite low serum PSA levels, focal tissue staining for PSA was seen in 11/ 14 cancers. PSMA staining was observed in all cancers, with a diffuse pattern and was present in cancer cells negative for PSA in 9 / 14 cases. Androgen receptor staining was positive in 12/14 and PAP in 10/14 cases. 7 cases were weakly positive for neuroendocrine markers. Median Gleason score was 9. PSMA is diffusely present in prostatic tissue in serum "PSA-Negative" metastatic PCA patients. Focal tissue staining for PSA may easily be missed on biopsy. PSMA can aid histopathological diagnosis of prostate cancer in patients presenting with clinical signs of metastatic PCA and low serum PSA. Significant neuroendocrine differentiation was not a feature. 
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NEP AND ECE CAN MODULATE STROMAL-EPITHELIAL INTERACTIONS AND CAN INFLUENCE INVASIVE BEHAVIOUR OF PROSTATE CANCER CELLS
Results
Conclusion
Oxidative stress is recognised to contribute to the nutritional decline of cancer patients. The basis of this oxidative stress could either be due to the tumour itself or a host response. The polyunsaturated fatty acid residues of phospholipids are extremely sensitive to oxidation. The major product of lipid peroxidation is malondialdehyde (MDA). To determine whether oxidative stress was due to the presence of cancer, the systemic inflammatory response or insufficient intake of antioxidants, we examined the relationship between lipid peroxidation (MDA), lipid soluble vitamins (α-tocopherol and carotenoids), host systemic inflammatory response (Creactive protein) and stage of disease in patients treated for prostate cancer.
Patients with BPH (n=19), localised (n=32) and metastatic (n=39) prostate cancer were studied. Blood samples were removed for the measurement of PSA, CRP, MDA, cholesterol, α-tocopherol, lutein, lycopene, α-carotene, and β-carotene. MDA concentrations were adjusted for cholesterol. The study was approved by the local ethics committee.
Increased MDA concentrations were associated with more advanced stage of disease and reduced lutein and lycopene concentrations. In contrast, there was no significant alteration in the other lipid soluble vitamins or C-reactive protein Lipid peroxidation and reduced carotenoid concentrations appear to be dependent on stage of disease but not the low grade systemic inflammatory response in patients with prostatic disease. This would suggest that there is insufficient dietary intake of carotenoids for the oxidative stress associated with the presence of prostate cancer.
Poster Presentations
S61
British Journal of Cancer (2003) Farrugia et al 1998 observed a high PSA response rate (78%) when Stilboestrol + hydrocortisone were given to patients with hormone refractory prostate cancer. Reports suggesting Dexamethasone was more effective than hydrocortisone as a single agent in these patients lead to a phase 2 study to evaluate Stilboestrol + Dexamethasone (S+D). This abstract reviews these results and compares them with updated results from use of Stilboestrol + other corticosteroids (S+C/HC).
Procedure:
M+ or M0 symptomatic with rising PSA on > 1 occasion while receiving primary endocrine treatment were selected. Stilboestrol 1mg, Dexamethasone 2mg + aspirin 75mg were given daily. In the previous protocol patients received hydrocortisone 20mg bd or cortisone acetate 25mg o'mane and 12.5mg o'nocte Results:
73 patients treated with S+C/HC, 41 with S+D. Median time to going off study was 15.2 months after S+C/HC v 13.5 after S+D. At 2 years 16% on S+ C/HC and 20% on S+D remain on treatment. On progression, duration of response to Chlorambucil/Lomustine was 6.8 months in those who failed S+C/HC and 8.8 months S+D. 50% PSA response rate, was 73% on S+ C/HC and 78% on S+D. Though toxicity was similar, Dexamethasone produced more fluid retention.
Conclusion:
Despite the reported advantage of Dexamethasone over cortisone as single agent, there seems to be no major advantage of Dexamethasone when combined with Stilboestrol as an alternative to cortisone or hydrocortisone. Reactive oxygen species involved in carcinogenesis have been shown to attack DNA bases. Two adducts arising from oxidative DNA damage are 8-oxo-deoxyguanosine (8-oxo-dG) and pyrimidopurinone adducts of deoxyguanosine (M 1 G). Both adducts have been associated with mutagenesis and carcinogenesis. Dihydrotestosterone (DHT) causes oxidative stress in androgensensitive human prostate cancer cells, but its effect on oxidative DNA adducts has not been studied. We tested the hypothesis that DHT increases levels of oxidativeDNA adducts in androgensensitive LNCaP cells. We also studied its effect in androgeninsensitive PC3 and DU145 cells. 8-Oxo-dG levels were measured by LC-MS/MS with correction for amount of DNA by HPLC-UV, and M 1 G levels by immunoslot blot with correction by propidium iodide staining. Mean 8-oxo-dG levels in control LNCaP, PC3 and DU145 cells were 2.9, 3.5 and 4.1 adducts/106 nucleotides respectively, and M 1 G levels were 12.6, 6.9 and 7.5 adducts/10 7 nucleotides respectively. M 1 G levels in DHT-treated LNCaP, PC3 and DU145 cells were 17.2, 7.9 and 7.4 adducts/107 nucleotides respectively, and 8-oxo-dG levels were 4.9 adducts/106 nucleotides in LNCaP cells. The difference in adduct levels between control and DHT-treated cells was significant only for M 1 G levels in LNCaP cells (P < 0.05 by ANOVA Hepatocyte growth factor (HGF), otherwise known as scatter factor (SF), is a cytokine that plays an active role in the migration and invasion of cancer cells, including prostate cancer cells. This study examined the role of HGF on the expression of HGF activators, Matriptase-1 and HGFA, and HGF activation inhibitors HAI-1 and HAI-2 in human prostate cancer cells. A non-invasive human prostate cancer cell line, CA-HPV-10 and a highly invasive line PC-3 were used in the study. Cancer cells were treated with recombinant human HGF for periods upto 24 hours. The mRNA levels of HAI-1, HAI-2, HGFA and matriptase-1 were determined using RT-PCR and quantitative PCR, with β-actin as control house keeping gene. The protein levels of these molecules were assessed using Western blotting from cells similarly treated with HGF. HGF increased the transcript levels of matriptase Introduction: Radiotherapy is an established organ preserving radical treatment for invasive bladder cancer. Enhancing the response to ionising radiation (IR) may further improve prognosis. We established the radiosensitising properties of ZD1839 on 2 related bladder cancer cell lines of differing radiosensitivities. Methods: The radiation survival curves for MGH-U1 (radioresistant) and its mutant clone S40b (radiosensitive) were established using clonogenic assays. ZD1839 was added for 24 hours prior to IR (0-10Gy). Data was analysed using unweighted non-linear least squares regression. Cell cycle kinetics and apoptosis were analysed using PI staining, Annexin-V FITC conjugates and flow cytometry. Results: ZD1839 alone exhibited no growth inhibitory effect (p=0.9). The survival fraction at 2Gy (SF 2 ) was 0.88 and 0.66 for MGH-U1 and S40b respectively (p<0.001). With ZD1839 the SF 2 and SF 10 values were 0.83 and 0.012 for MGH-U1 and 0.42 and 0.0079 for S40b (p<0.001) consistent with a significant radiosensitising effect. No significant alteration in cell cycle kinetics was demonstrated. ZD1839 had a modest pro-apoptotic effect that was significantly enhanced in combination with IR. Conclusion: ZD1839 enhanced anti-tumour potentiation of IR in bladder cancer cells. This was associated with a significant induction of apoptosis. This radiosensitising effect may have promising clinical implications for future treatment. Post-resection chemotherapy reduces recurrence by up to 50%. Systemic Gemcitabine is an active agent in bladder cancer. The aim of this study is to determine the maximum tolerated dose (MTD) and dwell time of intra-vesical Gemcitabine in patients with recurrent superficial TCC within 24 hours of trans-urethral resection. Methods: Patients with recurrent superficial TCC of the bladder (G1-3pTa or G1-2pT1) received intra-vesical Gemcitabine instillations at a dose of 5mg/ml in 100ml NaCl with dwell times of 1 and 2 hours. Each dose level was studied in cohorts of 3 patients. Dose was escalated in 500mg increments. Patients underwent cystoscopy under general anaesthetic at 3 months. Results: 16 patients have been studied with a mean age of 75 years. The 5mg/ml dose level was tolerated for both dwell times with no significant toxicity. 4 patients were studied at the 10mg/ml dose level but the maximum tolerated time to micturition was 40 minutes. Volume for dilution was reduced to 50ml of NaCl. 3 patients have been treated with a 1000mg in 50 ml of NaCl (20mg/ml) at both dwell times with no adverse effects. Conclusion: Intra-vesical Gemcitabine is tolerated at 1000mg in 50ml of NaCl post-resection. Further studies are planned to assess this regional treatment as an adjuvant therapeutic option in the treatment of superficial carcinoma of the bladder. Introduction: A randomized phase III trial of MVAC vs. gemcitabine/cisplatin (GC) (G 1,000 mg/m 2 d1,8,15 plus C 70 mg/m 2 d2, q 4 wks) indicated GC had similar efficacy and lower toxicity (JCO 2000). Significant hematologic toxicities in GC arm were on d15, causing dose adjustments in 37% of cycles. We are conducting a phase I/II dose escalation trial with GC on a 21-day cycle, with G and C split between d1,8. Objectives: To define the MTD and toxicity; determine response, and progression-free and overall survival. Methods: 32 pts with locally advanced, relapsed, or metastatic disease received: dose level 1: G/C 1000/35; level 2: 1100/35; level 3: 1200/35; level 4: 1200/45 mg/m 2 (G and C given on d1,8 every 3 wks). Eligibility: ECOG PS 0-2, adequate bone marrow/liver function, GFR > 40 mL/min. Results: 32 pts enrolled; 28 evaluable. Characteristics: M/F 22/10, median age 66 yrs (range 41-79), 16/32 GFR < 60 mL/min. Stage: N+ (22), M1 (19). Prior therapy: cystectomy (7); RT (8); progression after platinum-based chemo (3). DLT was hematologic (grade 4 thrombocytopenia) at level 2; study continued at level 1. Hematologic toxicity: level 2 (9 pts): grade 4 neutropenia (2) and thrombocytopenia (3) were DLTs. Level 1 (23 pts): grade 3 anemia (4) and neutropenia (9), and grade 3/4 thrombocytopenia (10/2). Nonhematologic toxicity: grade 1 perforation (1), grade 4 GI bleed (1) and acute abdomen (1), grade 3 nausea (2). Of 125 cycles, platelets were <100 (d15) in 53; neutrophils <0.5, platelets <50 in 23. Only 3 cycles deferred due to grade 4 neutropenia; 2 for renal toxicity (chemo instituted post hydration). 3 deaths occurred: 1 GI perforation (steroid antiemetic); 1 GI bleed (warfarin for DVT secondary to massive pelvic lymphadenopathy, ultimately found to have pyloric ulcer); 1 pt developed acute abdominal pain, and died after exploratory surgery. 1 pt was noncompliant. Overall ITT response was 68% (79% [19/24] for assessable pts), with 4 CRs (14%) and 15 PRs (54%). 23 pts are alive, median follow-up 6.0 mos (range 1.0-18.1). Survival analysis will be presented (12-mo minimum follow-up). Conclusion: G plus C every 3 wks is active and well tolerated in an outpatient setting, even in pts receiving prior platinum-based regimens and with poor renal reserve.
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LARGE CELL NEUROENDOCRINE LUNG CANCER: A DIFFERENT CLINICAL ENTITY?
Marianne Nicolson and Keith Kerr on behalf of the Aberdeen Lung Cancer Group, ANCHOR Unit, Aberdeen Royal Infirmary, Aberdeen AB25 2ZN Introduction: Large cell neuroendocrine carcinoma of the lung has recently been redefined by the World Health Organisation. These tumours share morphological characteristics with large cell carcinomas and immunohistochemical features with neuroendocrine tumours. Clinically they behave more like small cell lung cancers and may require a different therapeutic approach. We present the data from 19 such patients (pts) diagnosed and treated between 1996 and 2002 in Aberdeen Royal Infirmary.
Method: Pathology listings were obtained for pts with large cell neuroendocrine cancers. Notes review was undertaken to confirm that these were primary lung cancers. Data on treatment and survival are presented.
Results: There were 12 males and 7 females. Age range was 42 to 75 years. Stage at presentation was I/II 7 pts, IIIA 3 pts, IIIB 3 pts and IV 6 pts. Treatment was surgery in 10 (1 segmental resection, 5 lobectomy and 4 pneumonectomy), primary chemotherapy in 6, primary radiotherapy in 2 and 1 pt refused treatment. For the surgical pts, 2 of the 4 who had pneumonectomy are alive at 2 and 15 months out; two died at 14 and 15 months from disease relapse. Of the lobectomy pts, three relapsed at 9, 13 and 18 months; follow-up data are incomplete on the other two and the one pt who had segmental resection. Of the patients with stage IIB and IV disease, one pt achieved CR maintained at 4 months, two had PR and three stable disease. The updated survival of these patients and those treated with primary radiotherapy will be presented with a review of their pathology characteristics. The degradation of the extracellular matrix (ECM) is central to tumour growth, invasion and metastasis. One class of enzymes responsible for such activities are the matrix metalloproteinases (MMPs), which include stromelysins 1 and 2 (MMP-3, -10). Knowledge of stromelysin 1 and 2 (ST-1 and -2) expression in human lung carcinomas and their relationship to tumour characteristics is limited. Such information is likely to have both prognostic and diagnostic implications for human lung cancer. Understanding the expression profile of the stromelysins and their proposed tumour specific activity also has implications for the development of selective anticancer drug development. This study analysed ST-1 and -2 expression in human lung tumours of various grade, stage and type, initially to determine any relationship between expression and tumour characteristics and secondly to establish their potential as therapeutic targets. ST-1 and -2 protein expression was studied immunohistochemically using antibodies specific for either ST-1 or ST-2. Formalin-fixed lung tumours from fifty patients representing all grades, stage, type and metastatic potential were studied. Consent to use these specimens in the current study was obtained from the relevant Local Research Ethics Committee. Differential tumour specific expression of both ST-1 and ST-2 were observed in all cases. Expression of ST-2 was predominantly in the tumour epithelia whereas ST-1 was located primarily within the tumour stromal compartment. No correlation was observed between expression level and tumour grade or stage in either case. These data demonstrate that stromelysins 1 and 2 are expressed in different tumour regions, demonstrate tumour specific expression and are valid targets for anticancer drug development.
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REDUCTION IN TESTICULAR GERM CELL CANCER SIZE WITH INCREASING AWARENESS.
Jeetesh M Bhardwa*, RTD Oliver, Vinod Nargund, D M Berney Improved overall survival of germ cell cancer was observed to be associated with increasingly early diagnosis and reduced tumour size 1 . Over the last 6 years there has been considerable increase in public awareness of testis cancer. This abstract reviews trends in testis tumours size to see if there has been an impact of the increased awareness on tumour size.
Material & Methods: Pathology Department reports measurements in patients undergoing orchidectomy were reviewed and correlated with year of diagnosis.
Results: The median diameter of tumour size has reduced from 24.5mm in 32 patients treated 1996 -98, to 19.5mm in 37 patients treated 1999 to 2002. Conclusion: These data confirm continuation of the trend previously observed when median fell from 48mm in 1978 -83, to 45mm in 1984-85, 44mm in 1989-94 1 suggesting that improved health education in the susceptible male population had resulted in a reduction in testicular tumour size and this has implications for management of testicular tumour, such as use of testis conserving surgery and chemotherapy in patients with reduced germ cell function at presentation. Reference: Testis conservation studies in germ cell cancer justified by improved primary chemotherapy response and reduced delay, Oliver RT. Ong J. Blandy JP. Altman DG 1978 -1994 Background: Malignant hemangioendothelioma [MHE] of the thyroid is a rare tumour predominantly seen in areas with endemic goitre such as the Alpine regions. The tumour is regarded as radioresistant and its prognosis is reported to be dismal (MST 2-4 months) [Ladurner D et al (1990) Wien Klin Wochenschr 102:256] . Patients and methods: Between 1982 and 1999, 12 cases with immunohistochemically confirmed MHE of the thyroid were referred for postoperative or palliative radiotherapy. By surgery, clear margins had been achieved in 5, microscopic residues were left in 3, and gross residual disease in 3 patients. One patient had an inoperable primary tumour. Postoperative radiotherapy between 54 and 65 Gy was given to 8 cases, 6 of them received razoxane (125 mg twice daily by mouth on radiation days). Razoxane is a radiosensitizer and an agent which can normalize tumour blood vessels. Results: Local tumour control was achieved in 11 of 12 patients; 5 of 12 lived longer than 5 years. The median survival time of all cases is 14 months. If 3 cases with a primary metastasis were left out from the analysis, the median survival is 70 months. The tolerance to the combined treatment was good to fair. Fibrinogen, factor VIII and factor VIII-antigen may eventually serve as "markers" during the follow up. It may also be of interest that 5 of 12 patients were exposed to vinyl chloride and other polymeric materials during their occupational life.
Conclusions:
The outcome of this disease may not be uniformly grim, and the resistance to radiotherapy reported in the literature may be questioned. Razoxane may have contributed to the high local control rate and thus perhaps to an alteration of the natural history of the disease to some extent.
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A SMALL PROSPECTIVE STUDY OF CHORDOMAS TREATED WITH RADIOTHERAPY AND RAZOXANE. Walter Rhomberg*, Franz Boehler, Hansjörg Novak, Susanne Dertinger, Gerhard Breitfellner. *Dept. of Radiooncology, General Hospital, Carinagasse 47, A-6800 Feldkirch / Austria Purpose: To evaluate the local effect of conventional photon irradiation in chordomas if the radiosensitizing agent razoxane is added. The rationale for this procedure were low local control rates by photons (27%, textbooks), and improved responses previously seen in soft tissue and chondrosarcomas with photons + razoxane. Materials and methods: Between 1988 and 1996 five patients with histologically confirmed chordomas of the base of the skull or the spine (3 females, 2 males) were irradiated with high energy photons together with razoxane. The median total radiation dose was 63 Gy (range 54-67) with single fractions of 2 Gy. Razoxane was concurrently given at a dose of 125 mg twice daily by mouth on radiation days; the median total dose was 7.6 g per patient. The drug was started 3-5 days before the first irradiation. Results: After a potential median follow up time of 10 years, 3 of the 5 patients are alive and show neither symptoms nor signs of a recurrence in CT or MR images. One patient died after 8 years with a persistent sacral chordoma from cardiac insufficiency, and another patient died after 6.5 years from a haemorrhage after surgery for recurrence. All patients remained locally controlled for 5 years and longer (5, 5.5+, 6.4, 11+ and 13+ years, respectively) . Objective tumour regressions were noted in 3 of 4 patients with measurable disease. -Acute side effects were mucosal reactions, 2 of 5 patients developed a leukopenia of grade 3 WHO due to razoxane. There were no serious long term complications. Conclusions: Although the patient series is small, there is an interesting trend in local control and survival. The cases are unselected, and the follow-up time is of considerable duration. The treatment is easy to perform at any institution. (14), locoregional lymphadenopathy(10), peritoneum(2), lung(2) and bone(1).The regimen was FA 45mg, 5-FU 500mg/m² iv bolus, Cisplatin 70mg/m², Streptozocin 1000mg/m², q21 days. Mean age at diagnosis was 55.7 years (range 26-77 yrs), median number of cycles administered 6 (range 1-12). Response was assessed by RECIST, and toxicity by CTC criteria. Results: 23 of 25 patients had assessable disease.8 patients (34%) had a partial response, 9 (39%) stable disease, and 6 (26%) progressive disease. 11 patients had grade3/4 toxicities: diarrhoea (3), vomiting(3), neutropaenia (2), neuropathy(1),fatigue(1), thrombocytopaenia (1).
There was 1 episode of neutropaenic sepsis and no treatment related deaths. Median time to progression was 12 months; median overall survival has not been reached. Background: The indications for splenectomy in lymphoma are poorly defined. We have therefore reviewed our practice to assess the possible role.
Methods: We performed a retrospective review on all lymphoma patients from our institution who had splenectomy since 1990.
Results: Twenty nine patients were identified as shown below. Diagnosis n Splenectomy Indication n Small lymphocytic lymphoma 13 Diagnosis/sole site 9 Marginal zone lymphoma 6 Myelosuppression 8 Follicular lymphoma 4 Hypersplenism 7 Mantle cell lymphoma 2 Sole relapse site 2 Diffuse large B cell lymphoma 1 Unclear 3 Peripheral T cell lymphoma 1 MALT lymphoma 1 Hodgkins disease 1 Mean age was 60 at diagnosis. Nine patients had transient perioperative complications (5 infective, 2 cardiovascular, 1 urinary retention) with no deaths. Median survival is 59 months (8-178) from diagnosis, and 42 (6-109) post-splenectomy. 12 had splenectomy as primary therapy (2 with chemotherapy) with 7 (58%) in complete remission at a mean follow up of 68 months (36-101). 7 had splenectomy as second line therapy with 3 free from progression (9, 19 and 24 months follow up) and 4 relapsed (at 1, 2, 21 and 42 months). 10 patients have had no therapy postsplenectomy at mean follow up of 56 months (9-109). 5 patients were transfusion dependant which resolved in each postsplenectomy. Platelet mean pre-splenectomy was 90x10 9 /L (11-217, six <50) and 424 (43-1320, one<50) one month post.
Conclusion: Splenectomy has a role in lymphoma therapy when the spleen represents the dominant disease site. It may be curative or provide durable relapse free survival, and has tolerable sequelae. Between 10/77 and 12/00, 106 pts with non-Hodgkin's lymphoma (NHL) involving the ocular adnexae were subjected to histology review, staged and treated. Clinical data for the entire cohort was obtained and, where possible, biopsies were reviewed a second time and categorised according to the WHO classification.
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NON-HODGKIN'S LYMPHOMA OF THE OCULAR ADNEXAE; THREE DECADES OF EXPERIENCE AT
A second histological review was possible for 55 of the 106 cases. Confirmed histological subtypes were follicular (n=7), diffuse large B-cell (n=6), lymphoplasmacytic (n=5) and mantle cell (n=3). The remaining 34 cases were B-cell lymphomas of indolent type that were thought likely to be extra-nodal marginal zone (MZL) but could not be confirmed as such. Clinical data for all 106 pts were examined. The median age at presentation was 66 yrs (range 11-92) and 58 were female and 48 male. 77 pts had stage IE disease, 14 stage II, 1 stage III and 14 stage IV. Treatment was radiotherapy (RT) alone in 81 cases, chemotherapy (CT) alone in 9 cases and RT and CT in 12 cases. With a median follow-up for survivors of 6.5 yrs (range 1.3-21.4), 62 pts are alive and 44 have died (18 from NHL, 6 from other cancers and 20 from nonmalignant causes). Median overall survival (OS) for the whole group is 11 yrs (95% CI 8.1-17.8); 5yr OS for the 91 pts with stages I/II is 78% and 54% for the 15 pts with stages III/IV.
The majority of ocular adnexal lymphomas are of indolent B-cell type, stage IE at diagnosis and have a good prognosis following treatment with RT. There is a high incidence of probable MZL and the molecular genetics of this subgroup are being investigated. 
Introduction:
The proteasome degrades ubiquitinated proteins involved in regulating cell growth, the cell cycle and apoptosis. Bortezomib (Velcade TM , formerly known as PS-341) is a proteasome inhibitor with cytotoxic activity in a number of malignant cell lines, and in a phase III trial of patients with multiple myeloma. The effect of bortezomib in 3 lymphoma cell lines was investigated, to examine efficacy, and investigate factors influencing activity. Methods and Results: The effect of bortezomib on proteasome activity was examined by chymotryptic enzyme analysis. Proteasome inhibition was apparent at 2 hrs and comparable in all cell lines: DHL-4: 86 ± 3%, DHL-6: 78 ± 9%, and DHL-7: 84 ± 1%. Bortezomib induced concentration-dependent growth inhibition and reduction of cell viability in all cell lines. The IC50 for % viability after a 3-day drug exposure was: DHL-4: 26nM, DHL-6: 3nM and DHL-7: 7nM. Cell cycle analysis by flow cytometry revealed a concentration-dependent increase in apoptosis (A) in the more sensitive DHL-6 and DHL-7 cells with a reduction in G1 and G2. In contrast, similar effective doses resulted in a G2 block in DHL-4 cells with a smaller increase in apoptosis (Table) . 
G2
21 ± 2 34 ± 1 32 ± 3 18 ± 1 13 ± 1 13 ± 1 Conclusion: Bortezomib is effective at low nanomolar concentrations in 3 lymphoma cell lines. Although proteasome inhibition was equivalent, sensitivity varied and resulted in different effects on the cell cycle. Possible mechanisms for this difference, including the role of p53 and effects on cell cycle regulatory proteins are being examined.
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HIGH DOSE INTERFERON-α-2b ADJUVANT TREATMENT FOR MELANOMA: THE UK EXPERIENCE *Effie Katerinaki, Bihani Kularatne, Rachel Hambly, Lesley Turner, Barry W. Hancock and Paul Lorigan on behalf of the UK collaborators Academic Department of Clinical Oncology, Weston Park Hospital, Sheffield, S10 2SJ, UK The objective of this study was to review the toxicity and feasibility of high dose Interferon-α-2b adjuvant treatment for melanoma patients reported to a national database from 18 UK centres.
One hundred and twenty three patients (median age 47 years) were reported for the one month i.v. induction phase. Fever, fatigue, leucopenia and hepatotoxicity were the commonest toxicities. Dose delays were required for 33% and dose reductions for 45% of the patients at least once and the commonest causes were neutropenia and hepatotoxicity. The majority of the patients (90%) completed the 4-week regimen.
Sixty nine patients (median age 42 years) were reported for the eleven month maintenance phase. No data for dose modifications were available. Grade I and II constitutional symptoms, leucopenia and hepatotoxicity were mostly reported and the incidence declined during the course of treatment. 68% of the patients who entered this phase completed treatment on protocol until one year or disease progression/death.
In conclusion, high dose Interferon-α-2b treatment was feasible but the associated toxicity was significant and similar to that previously reported by the ECOG studies. This regimen is the standard of care for stage IIB/III melanoma in USA and is gaining acceptance in UK. Close treatment monitoring is essential, and the toxicity must be carefully balanced against benefit to patients. 
Background:
We have previously shown that the proinflammatory cytokine TNF-α upregulates human melanoma cell attachment to ECM substrates, invasion through fibronectin and integrin subunit expression (Zhu et al, J Invest Dermatol 2002; 119: 1165 -1171 . Aim: The aim of this study was to examine whether the effects of TNF-α on melanoma cell invasion and migration in vitro are mediated by upregulation of, or activation of degradative enzymes.
Materials and methods:
We used human recombinant TNF-α to study its effect on the invasion of the human cutaneous melanoma cell line HBL through fibronectin over 20 hours, cell migration over 24 hours ("scratch wound" assay), expression/activation of MMPs-2 and MMP-9 (detected by gelatin zymography) and general protease activity (detected by quenched fluorescent substrate assay) measured at 24 hours. We also used the general protease inhibitor α 2 macroglobulin to study its effect on HBL cell invasion and migration.
Results: TNF-α significantly increased melanoma cell invasion through fibronectin by +35% and cell migration on plastic by +21% above control (non-treated cells). The cells expressed low levels of latent MMP-2 (and no MMP-9) and general proteolytic enzymes that were not activated or upregulated by TNF-α. However, the TNF-α stimulated invasion through fibronectin and migration were inhibited by α 2 macroglobulin.
Conclusions: TNF-α significantly increases melanoma cell invasion and migration in vitro. This effect may be partially mediated by upregulation of localised peri-cellular proteolytic enzyme activity not readily detected in general biochemical assays. Recombinant erythropoetin (rEpo) has an important role in the management of cancer patients. However, the effects at a cellular level are still poorly understood. We examined the effect of rEpo alone, and in combination with cytotoxic chemotherapy, in seven cell lines, including 3 renal lines. In particular, we assessed the relationship between rEpo receptor expression and activation of biochemical pathways regulating cell kill; specifically Bcl 2, which can be up regulated by other growth factors resulting in chemoresistance. Our results showed that rEpo did not significantly alter cell viability, cell cycle dynamics or the rate of cell proliferation. Flow cytometric analyses showed differences in the level of receptor expression (range: 3.4 ± 0.7 to 39.5 ± 2.2), with the renal cell lines having the highest rEpo receptor level (>17.5 ± 5.5). As there were no changes in the cell parameters, we investigated the activation of Erk by means of immunoblot analyses. Phosphorylated Erk was up regulated following culture with rEpo in the cell lines expressing a high level of the receptor. However there was no subsequent up regulation of Bcl-2 protein levels. The culture of cells pre-treated with rEpo with cytotoxic EC50 concentrations of cisplatin did not result in an altered magnitude of % cell kill. These results highlight the complexity of the rEpo-signalling pathway, and suggest that unlike other growth factors, Bcl-2 is not up regulated following its use. Therefore, the use of rEpo appears to be safe in this setting, even in renal tumours that express higher levels of the receptor. ApolipoproteinJ/clusterin is an enigmatic protein induced in inflammation, apoptosis and cancer. In spite of extensive studies, its biological function has remained controversial. We have recently observed that Apolipoprotein J is directly regulated in neuroblastoma cells by B-MYB, a protooncogenic transcription factor involved in cell proliferation and survival. Here we show that Apolipoprotein J can modulate survival and in vitro and in vivo invasive potential of neuroblastoma cells. Since it has been reported that these biological properties can be regulated by NF-kB, we explored the possibility that Apolipoprotein J might interfere with NF-kB signalling.
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Remarkably, exogenous Apolipoprotein J expression strongly inhibited NF-kB activity in human neuroblastoma cells and murine embyonic fibroblasts by stabilising inhibitors of NF-kB (IKBs). Steady state levels of IKB proteins are drastically reduced in mouse embryo fibroblasts after disruption of the Apolipoprotein J gene. Absence of ApoJ caused reduced IKB expression, a TNF-dependent increase in NF-kB activity, and increased transcription of the NF-kB target gene c-IAP.
These results suggest that an unexpected physiological role of Apolipoprotein J is to suppress NF-kB signalling through stabilisation of IKBs. Treatment with 13-cis retinoic acid (13cisRA) has been shown to significantly improve clinical outcome in high-risk neuroblastoma (nbl). Isomerisation to all-trans retinoic acid (ATRA) potentiates the cellular activity and growth inhibitory effects of 13cisRA in nbl cells in vitro. The major route of RA catabolism is thought to be oxidation mediated by specific P450 enzymes. Cellular retinoic acid binding proteins (CRABPs) are also thought to regulate free intracellular ATRA levels by promoting metabolism. We have evaluated the effect of acitretin, an analogue of RA known to bind strongly to CRABPs, and the P450 inhibitor ketoconazole, on 13cisRA isomerisation and metabolism in nbl cells in vitro.
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SHSY5Y cells were incubated with either acitretin (100 µM) or ketoconazole (20 µM) for 24h prior to incubation with 13cisRA (10 µM) for a further 24 h. Cell pellets were collected and intracellular retinoids extracted prior to analysis by HPLC. CRABP expression was assessed by western blot analysis.
Pre-incubation with acitretin resulted in a selective increase in intracellular ATRA concentrations (26-fold). The extent of this increase correlated with induction of CRABP in the cells studied. Pre-incubation with ketoconazole lead to an increase in both intracellular ATRA (5-fold) and 13cisRA (2.5-fold) levels suggesting an inhibition of metabolism of both isoforms.
These data indicate that the extent of 13cisRA isomerisation and metabolism in nbl cells can be modulated by acitretin and ketoconazole. Pain is one of the most common features in patients with cancer and has a significant impact on quality of life, but it is often poorly assessed. For patients with metastatic bone disease of the breast and prostate, survival is often measured in years rather than months and the assessment of bone pain and its reduction are major clinical goals.The success of treatment in such patients is often assessed by measuring the change in objective pain scores, which take the form of paper questionnaires and pain scales, which can be time consuming to complete and score correctly. We report a pilot study to develop and evaluate a patient-operated, computerised, touch-screen, pain questionnaire which was aimed at improving the efficiency of data entry and the quality of the patient/questionnaire interface.
Touch screen questionnaires for this application were not commercially available and the script enabling the questionnaire to operate was specifically written for the study. Pain scores from the touch screen approach were compared with those from two existing paper format pain questionnaires, the Wisconsin Brief Pain Inventory and a locally developed pain scale. With Ethical Committee approval each patient had all three pain scores measured at four separate visits.
Statistical analyses of the data were conducted on completed data sets from 29 patients with bone metastases from breast or prostate cancer. 86% of patients were happy to use the touch screen format, with only 14% of patients preferring the paper questionnaires. Moreover, the touch screen version could be completed in around half the time of the paper version, with fewer unanswered questions. In addition, the touch screen version automatically computed the pain scores. It was shown that touch-screen and paper linear analogue scales were comparable with a mean score difference of 5.5% and Pearson product moment correlation coefficients in the order of 0.9. It is envisaged that this work will lead to the further development of refined touch-screen questionnaires for assessment of pain scores. We have previously reported that Levomepromazine is a useful agent for chemotherapy induced delayed vomiting salvage. The primary endpoint of this study is to compare Levomepromazine (Nozinan) at its oral novel formulation of 12.5mg bd for 3 days (Arm A) with the standard combination of Dexamethasone 8mg bd for 2 days followed by 4mg bd for 2 more days and Metoclopramide 10mg tds for 5 days (Arm B) in the prevention of ECF/ MCF induced delayed nausea and vomiting. Eligible patients have gastric/oesophageal carcinoma with no GI compromise and no pre-treatment vomiting. Study antiemetics are commenced 16 hours post Cisplatin. NCI common toxicity criteria are used and patients with ≥grade 2 N&V are being crossed over to the alternative arm Since no phase II data existed, an early analysis when 40 patients had been recruited was deemed necessary. So far 15 patients (80% men, mean age 59, median PS 80%) have been allocated in Arm A and 17 (94% men, mean age 66, median PS 80%) in Arm B. Complete control of delayed nausea and vomiting in the 1 st cycle of chemotherapy was achieved in 54% and 69% of patients in Arm A and 26% and 40% in arm B respectively (NS). In subsequent cycles the complete control of nausea and vomiting in both arms was almost the same. 30% of patients in Arm A and 20% in Arm B needed to be crossed over after the 1 st cycle. More patients in Arm B had insomnia (10% vs 47%) (p<0.005). Recruitment of patients continues. Cancer cachexia comprises unintentional and debilitating weight loss that accompanies specific tumour types. Cachexia reduces efficacy of chemotherapy, prognosis and patient quality of life.
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Adipose depletion in cachexia is mediated by a 43KDa glycoprotein Lipid Mobilising Factor (LMF). LMF appears homologous to the endogenous peptide Zinc Alpha-2 Glycoprotein (ZAG).
To unlock the therapeutic potential of this molecule and to enable adequate receptor-interaction studies, it was investigated whether the molecule could be fragmented whilst retaining lipolytic activity.
LMF was purified from the urine of pancreatic cancer patients and loaded onto an immobilised trypsin HPLC column. The eluate was subjected to sephadex G50 size exclusion chromatography. Resulting fractions were assayed for lipolytic activity by monitoring glycerol release from isolated murine epidydimal white adipose tissue.
A low molecular weight fraction was produced which retained lipolytic activity.
Active fragment size was estimated at approximately 6-12 KDa following G50 column standardisation and fraction electrophoresis against ultra low molecular weight markers. A digestion of ZAG in this manner also yielded a similar active fragment, providing evidence for homology between LMF and ZAG. Epidemiological, clinical, animal and laboratory studies have demonstrated that non-steroidal anti-inflammatory drugs (NSAIDs) may prevent colorectal carcinogenesis. However the use of traditional NSAIDs, which inhibit both forms of cyclo-oxygenase (COX-1 and COX-2) has been restricted because of their gastrointestinal toxicity. The recently developed COX-2 selective NSAIDs exhibit a reduced incidence of gastrointestinal side effects when compared to traditional NSAIDs whilst retaining their antineoplastic properties, raising the possibility that they may be effective not only for chemoprevention but also as adjuvants to existing therapies or for the development of novel therapies for colorectal cancer.
The VICTOR study is a phase III, randomised double blind, placebo-controlled trial of the COX-2 selective inhibitor rofecoxib (VIOXX ® ) in colorectal cancer patients following potentially curative therapy. The VICTOR trial compares rofecoxib to placebo with the expectation that patients will experience increased overall survival and relapse free survival on taking rofecoxib for at least two years. The difference in the survival outcomes between two and five years of treatment is also under investigation. The study is an international trial, recruiting 7000 patients over 5 years. Proteolysis Inducing Factor (PIF) is a 24kDa glycoprotein that can be isolated from cachexia-inducing murine and human tumours and from the urine of cachectic cancer patients. PIF causes breakdown of skeletal muscle, both in vivo and in vitro through the activation of the ubiquitin -dependant proteolytic pathway. The mechanism by which this occurs was studied in C2C12 myotubes as a surrogate model for skeletal muscle. PIF increased 26S proteasome activity (represented by 'chymotrypsin like' activity in C2C12 myotubes at concentrations between 1 -20nM and maximum stimulation was achieved at 4.2nM (p=<0.001). This effect was attenuated by the PKC inhibitors Ro31-8220 and calphostin C.
The PKC inhibitor calphostin C demonstrated inhibition of IkBa degredation in response to PIF, inhibiting translocation of NFkB to the nucleus. Calphostin C also inhibited translocation of PKC in response to PIF. The action of PIF was also attenuated by the NFkB inhibitor curcumin, with regard to chymotrypsin like activity, 20S and E2 expression, suggesting that NFkB may be involved in the regulation of the ubiquitin -dependant proteolytic pathway.
These results suggest that the PKC and NFkB pathways are exploited by PIF in cancer cachexia. There is increasing evidence for the existence of inherited susceptibility to lung cancer. It is likely that at least part of this is mediated by the action of low-penetrance alleles. Identification of genes in this class is contingent on association studies. To detect these alleles which confer small genotypic risks of around 1.5 requires large cohorts of cases and controls. Most studies reported to date have been under-powered and perhaps not surprisingly have produced discordant findings. To undertake a large-scale study of this nature, we have established the GELCAPS (GEnetic Lung CAncer Predisposition Study) Consortium to ascertain and collect blood samples and lifestyle information of 2,000 patients diagnosed with lung cancer in the UK. Coupled with this we are collecting a similar number of controls. To date we have collected 1,300 cases. Through this we shall have access to a systematic series of 2,000 unselected lung cancer cases and controls. Initially we are using this resource to evaluate the role of common variants within DNA repair enzymes and determinants of methylation status (MTHFR) using known and newly identified SNPs. Genotyping is being undertaken using TAQ man technology and preliminary results on the first 1,000 cases and controls will be analysed by August 2003 and presented at the meeting. Once technology permits, we shall use our resource for a genome-wide screen to identify novel low-penetrance lung cancer genes. Four trials will be presented in the Clinical Trials Showcase at this year's meeting: BO06, a randomised trial of chemotherapy with or without granulocyte colony-stimulating factor in operable osteosarcoma; ICON4, a randomised trial of paclitaxel in combination with platinum vs conventional platinum-based treatment in relapsed ovarian cancer; LU21, ifosfamide, carboplatin and etoposide with mid-cycle vincristine versus standard practice chemotherapy in patients with small cell lung cancer; and ST02 (MAGIC), a randomised controlled trial or preand post-operative chemotherapy in patients with operable gastric and lower oesophageal cancer.
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We have recently opened three new trials: OE05, comparing chemotherapy regimens in patients with resectable adenocarcinoma of the oesophagus; BR12, temozolomide vs PCV chemotherapy in the treatment of recurrent malignant glioma; and MS01, active symptom control with or without chemotherapy in the treatment of patients with malignant pleural mesothelioma.
Two trials have recently closed: TIP, a study of paclitaxel, cisplatin and ifosfamide for metastatic germ cell tumour which has relapsed following BEP chemotherapy; and BS06, radical radiotherapy in the management of pT1G3 TCC in superficial bladder (BS06).
We have an extensive portfolio of open trials covering all major disease sites, these are listed on our poster. The Meta-analysis Group of the Medical Research Council Clinical Trials Unit designs and conducts systematic reviews and individual patient data (IPD) meta-analyses in a variety of diseases, notably cancer. We work closely with the Cochrane Collaboration, both in the conduct of systematic reviews and metaanalyses and also in methodological research. The Group also coordinates a national register of randomised cancer trials, (formerly the UKCCCR Register) and is involved in a number of initiatives in trial registration.
P180
META-ANALYSIS GROUP
The results of one IPD meta-analysis will be presented at this year's meeting, in the Current Controversies in Gynaecological Cancer Symposium: "Is neoadjuvant chemotherapy of benefit in the treatment of locally advanced cervical cancer?" Highlights of other projects will be detailed in this poster, including: results of a recently completed IPD meta-analysis of neoadjuvant chemotherapy in invasive bladder cancer, progress reports on ongoing and forthcoming IPD meta-analyses and summaries of our portfolio of methodological research.
The poster will also outline developments in trial registration, drawing attention to recent improvements to the cancer trials register and its website, featuring the new-look site with enhanced facilities for trial registration. Aims: An initial audit was performed in 1999 to ascertain if IV PC was given according to departmental guidelines and to assess adequacy of associated documentation. The results required in documentation. Use of toxicity flow sheets was recommended. The current audit was used to assess whether the changes implemented had achieved improved documentation. Method: 75 randomly selected notes of non-trial patients (upto 10 per consultant) who received IV PC between 05/01 to 05/02 were audited. Documentation data, collected by means of a pro forma, included: Performance Status (PS) (each cycle); treatment toxicity (TT) (each cycle); symptoms documented (before present cycle); reasons for giving chemotherapy; evaluable disease; number of cycles planned; interim response assessment (planned or completed); location of primary; current regimen. Results: A comparison of current (CA) and previous (PA) audit results showed documentation of; PS 77% (CA) 23% (PA); TT 96% (CA) 62% (PA); Symptoms 98% (CA) 83% (PA);reason for giving chemotherapy 92% (CA) 89% (PA); evaluable disease 95% (CA) 96% (PA). Conclusion: There was a marked improvement of documentation overall. The implementation of toxicity flowcharts as recommended by the 1999 initial audit significantly improved the level of adequacy of documentation where used.
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EXPECTATIONS COMPARED TO ACTUAL QUALITY OF LIFE IN PATIENTS WITH HEAD AND NECK CANCER Roger. Wheelwright*, Martin A. Birchall University of Bristol, Medical School Unit, Southmead Hospital, Bristol BS10 5NB, England, UK Background Past outcome measures have mainly to date been based on 5 year survival now increasing attention is being paid to quality of life (QoL) as an outcome tool. Overview As part of a Critical Path Analysis study one objective was to address the question: Does patient QoL at four months and one-year match their expectations at pre-treatment stage?
Conclusions A high level of anxiety and depression with low expectations was anticipated with this group of patients, the results indicate otherwise. Although interesting, definitive conclusion cannot be made for the quality of life findings, a further study of quality of life needs to be done with a larger cohort of patients.
Expectations and Actuality: 4 months/1yr Questionnaire: 4/12 months ago, before your treatment, what did you expect your physical condition to be now? and 4/12 months ago, what effect did you think the treatment will have on your overall Quality of Life? Results Analysis of the patient scores demonstrated low scores for anxiety and depression, with no indication of clinical depression amongst the subject group. Limitations of findings: Sample size small n=21, Results from one centre Subjects Patients for this study were those presenting for the first time with head and neck cancer to the centres during a 12-month study period. Quality of Life tools: EORTC with Head and Neck Module, Hospital Anxiety and Depression Scale (HADS), two expectations and actuality questions added, questionnaire given at 1st OPA, 4 months and 12 months Expectations and Actuality: 1st Questionnaire: What do you expect your overall physical condition will be in 12 months, after your treatment? and What effect do you think the treatment will have on your overall Quality of Life in 12 months time?
